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The following listing of claims replaces all prior versions and listings of claims in 
the application: 
Listing of Claims: 

1. (currently amended) A stable G-CSF formulation having a r e sidual ratio of G CSF of 
90% or mor e aft e r long t e rm storag e t e sting at 25 °C for 3 months or a r e sidual ratio of G 
ratio of G CSF of 90% or mor e aft e r acc e l e rat e d t e — sting at 50°C for 1 month or a 
r e sidual ratio of G CSF of 90% or mor e after acc e l e rated t e sting at 60°C for 2 w ee ks and 
a cont e nt of M e t oxidized G CSF of 1% or l e ss aft e r acc e l e rat e d t e sting at 50°C for 1 
month or aft e r acc e l e rat e d t e sting at 60°C for 2 w ee ks. containing one or more amino 
acids selected from the group consisting of lysine, histidine, arginine, aspartic acid, 
glutamic acid, threonine and asparagine; one or more amino acids selected from 
hydrophobic amino acids; and methionine. 

2. (currently amended) The G-CSF formulation of Claim claim 1 containing on e or more 
amino acids s e l e ct e d from th e group con s isting of lysin e , histidin e , arginin e , aspartic 
acid, glutamic acid, thr e onin e and asparagin e ; on e or mor e amino acids s e l e ct e d from 
hydrophobic amino acids; and m e thionin e .having a r e sidual ratio of G CSF of 90% or 
more aft e r long t e rm storag e t e sting at 25°C for 3 months or a residual ratio of G CSF of 
90% or more aft e r long t e rm storag e t e sting at 4 0°C for 2 months or a r e sidual ratio of G 
CSF of 90% or mor e aft e r acc e lerat e d t e sting at 50°C for 1 month or a r e sidual ratio of G 
CSF of 90% or mor e aft e r acc e l e rat e d t e sting at 60°C for 2 w ee ks and a cont e nt of M e t 
oxidiz e d G CSF of 1% or l e ss aft e r acc e l e rat e d t e sting at 50°C for 1 month or after 
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accelerated testing at 60°C for 2 w ee ks, having a residual ratio of G-CSF of 90% or more 
after long-term storage testing at 25°C for 3 months or a residual ratio of G-CSF of 90% 
or more after long-term storage testing at 40°C for 2 months or a residual ratio of G-CSF 
of 90% or more after accelerated testing at 50°C for 1 month or a residual ratio of G-CSF 
of 90% or more after accelerated testing at 60°C for 2 weeks and a content of Met- 
oxidized G-CSF of 1% or less after accelerated testing at 50°C for 1 month or after 
accelerated testing at 60°C for 2 weeks. 

3. (currently amended) The G-CSF formulation of Claim 2 claim 1 wherein said 
hydrophobic amino acid is selected from phenylalanine, tryptophan and leucine. 

4. (currently amended) The G-CSF formulation of Claim claim 1 containing one or more 
amino acids selected from the group consisting of lysine, histidine, arginine, aspartic acid 
and glutamic acid; one or more amino acids selected from the group consisting of 
phenylalanine, tryptophan and leucine; and methionine. 

5. (currently amended) The G-CSF formulation of Claim claim 1 containing phenylalanine, 
arginine and methionine. 

6. (currently amended) The G-CSF formulation of Claim claim 1, which is substantially free 
from protein as a stabilizer. 
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(currently amended) The G-CSF formulation of Claim claim 1 in the form of a lyophilized 
formulation. 



8. (currently amended) The G-CSF formulation of Claim claim 1 further containing 
mannitol. 

9. (currently amended) The G-CSF formulation of Clai mclaim 1 further containing a 
surfactant. 

10. (currently amended) The G-CSF formulation of Qai mclaim 9 wherein said surfactant is a 
polyoxyethylene sorbitan alkyl ester. 

1 1 . (currently amended) The G-CSF formulation of Claim claim 10 wherein said surfactant is 
Polysorbate 20 and/or 80. . 

12. (currently amended) The G-CSF formulation of Claim claim L which has a pH of 5-7. 

13. (currently amended) The G-CSF formulation of Claim claim 12, which has a pH of 5.5- 
6.8. 

14. (currently amended) The G-CSF formulation of Claim claim 13, which has a pH of 6.5. 
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15. (currently amended) The G-CSF formulation of Claim claim 1 wherein G-CSF is 
produced from CHO cells. 



16. (currently amended) A stable G-CSF formulation having a residual ratio of G-CSF of 
90% or more after long-term storage testing at 25 °C for 3 months or a residual ratio of G- 
CSF of 90% or more after long-term storage testing at 40°C for 2 months or a residual 
ratio of G-CSF of 90% or more after accelerated testing at 50°C for 1 month or a residual 
ratio of G-CSF of 90% or more after accelerated testing at 60°C for 2 weeks, 
characterized in that it contains one or more amino acids selected from the group 
consisting of lysine, histidine, arginin e^ aspartic acid, glutamic acid, threonine and 
asparagine; and one or more amino acids selected from hydrophobic amino acids; and it 
has a pH of 5-7. ' : 

17. (currently amended) A stable G-CSF formulation according to claim 16, characterized in 
that it contains one or more amino acids selected from the group consisting of lysine, 
histidine, arginin et aspartic acid and glutamic acid; and one or more amino acids selected 
from the group consisting of phenylalanine, tryptophan and leucine; and it has a pH of 5- 
7. 

18. (currently amended) The G CSF formulation of Claim 15, which has a pH of 6.5. A 
stable G-CSF formulation having a residual ratio of G-CSF of 90% or more after long- 
term storage testing at 25°C for 3 months or a residual ratio of G-CSF of 90% or more 
after long-term storage testing at 40°C for 2 months or a residual ratio of G-CSF of 90% 

829556 vl 



Serial No. 09/914,641 -6- Docket No. 0263-4051 

or more after accelerated testing at 50°C for 1 month or a residual ratio of G-CSF of 90% 
or more after accelerated testing at 60°C for 2 weeks, characterized in that it contains one 
or more amino acids selected from the group consisting of lysine, histidine, arginine, 
aspartic acid, glutamic acid, threonine and asparagine; and one or more amino acids 
selected from the group consisting of tryptophan and leucine; and it has a pH of 5-7. 

19. (currently amended) A stabiliz e d G - CSF formulation, which do e s not substantially 
produc e a variant oxidiz e d at m e thionin e . A stable G-CSF formulation according to 
claim 18, characterized in that it contains one or more amino acids selected from the 
group consisting of lysine, histidine, arginine, aspartic acid and glutamic acid; and one or 
more amino acids selected from the group consisting of tryptophan and leucine; and it has 
apH of 5-7. : 

20. (currently amended) A stabiliz e d G CSF formulation, which contains m e thionin e and 
oth e r on e or mor e amino acids and do e s not substantially produc e a variant oxidiz e d at 
m e thionin e . The G-CSF formulation of claim 16 or 18, which has a pH of 6.5. 

21 . (currently amended) Th e G CSF formulation of Claim 19, which is substantially fr ee of 
prot e in as a stabiliz e r. A method for inhibiting a physiologically active protein containing 
a methionine residue from producing a variant oxidized at the methionine residue, 
comprising adding methionine to a composition containing said protein, wherein said 
physiologically active protein is PTH. 
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22. (currently amended) A m e thod for inhibiting a physiologically activ e prot e in containing 
a m e thionin e r e sidu e from producing a variant oxidiz e d at th e m e thionin e r e sidue, 
comprising adding to a composition containing said prot e in . The method of claim 21, 
wherein other proteins are not present as stabilizers. 

23. (currently amended) Th e m e thod of Claim 22 wh e r e in said physiologically activ e prot e in 
is a cytokin e or a physiologically activ e p e ptid e . The method of claim 21, wherein said 
composition containing a physiologically active protein having a methionine residue is 
lyophilized or in the form of a solution. 

24. (currently amended) Th e m e thod of Claim 22 wh e r e in said physiologically activ e prot e in 

is a colony stimulating factor or PTH. A stabilized composition - containing a - . 1 

physiologically active protein having a methionine residue, further containing methionine :* \? 
and one or more other amino acids, wherein said physiologically active protein is PTH. • ' ■ • . ^ 

25. (currently amended) Th e m e thod of Claim 22 wh e r e in said physiologically activ e prot e in 
is G CSF, e rythropoi e tin or PTH. The composition of claim 24 wherein said amino acid 
is one or more selected from the group consisting of lysine, histidine, arginine, aspartic 
acid, glutamic acid, phenylalanine, tryptophan, leucine, isoleucine, valine, alanine, 
proline, glycine, serine, threonine, asparagine, glutamine and tyrosine. 
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26. (currently amended) Th e m e thod of Claim 22, wh e r e in oth e r prot e ins ar e not pr e sent as 
stabiliz e rs. The composition of claim 24, which is substantially free from other proteins 
as stabilizers. 

Claims 27-30 have been canceled. 
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